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Structure attributes must be viewed using STN Express query preparation. 
=> d 110 
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OH 
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G2 Me,S 
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Structure attributes must be viewed using STN Express query preparation. 
=> d his 

(FILE ' HOME 1 ENTERED AT 16:26:43 ON 21 JUN 2005) 

FILE ' REGISTRY 1 ENTERED AT 16:27:08 ON 21 JUN 2005 

LI STRUCTURE UPLOADED 

L2 7 S LI 

L3 113 S LI FUL 
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L4 112 S L3 AND CAPLUS/LC 

L5 1 S L3 NOT L4 

L6 4 S L3 AND REF . CAPLUS>10 

L7 109 S L3 NOT L6 

FILE 'CAPLUS' ENTERED AT 16:30:09 ON 21 JUN 2005 

L8 463 S L3 

FILE 'REGISTRY' ENTERED AT 16:30:34 ON 21 JUN 2005 

L9 STRUCTURE UPLOADED 

L10 STRUCTURE UPLOADED 

Lll 2 S L10 SAM SUB=L3 

L12 42 S L10 FUL SUB=L3 

L13 42 S L12 AND CAPLUS/LC 

L14 4 S L12 AND REF . CAPLUS>10 

L15 38 S L12 NOT L14 

FILE 'CAPLUS' ENTERED AT 16:34:14 ON 21 JUN 2005 

L16 43 S L15 
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2004:143161 CAPLUS 
140:181252 

Preparation and formulation of epothilone B 

derivatives as antitumor agents 

Namoto, Kenji; Nicolaou, Kyriacos Costa; Ritzen, 

Andreas 

Novartis Ag, Switz.; Novartis Pharma Gmbh; The Scripps 

Research Institute 

PCT Int. Appl . , 89 pp. 
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AB Epothilone B derivs . of formula I [R = (substituted) heterocyclyl ; Rl = H, 
Me; X = O, CH2] are prepared for the treatment of proliferative diseases, 
such as a tumor. Pharmaceutical compns . containing I are described. Thus, II 
was prepared, and had IC50 of 0.7 against 1A9 human ovarian carcinoma cells. 

IT 213312-56-2P 252981-48-9P 472961-71-0P 
472961-80-1P 472961-82-3P 611168-32-2P 
611168-34-4P 611168-35-5P 611168-36-6P 
611168-37-7P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of epothilone B derivs. as antitumor agents) 
RN 213312-56-2 CAPLUS 

CN 4-Oxabicyclo [14 .1.0] heptadecane-5 , 9-dione, 7, ll-dihydroxy-8 ,8,10, 12- 
tetramethyl-3- [ (IE) -l-methyl-2- (2-methyl-4-thiazolyl ) ethenyl] -, 
(1S,3S,7S,10R,11S,12S / 16R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 
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RN 252981-48-9 CAPLUS 

CN 4, 17-Dioxabicyclo [14 .1.0] heptadecane-5 , 9-dione, 7, 11-dihydroxy- 
8, 8, 10, 12, 16-pentamethyl-3- [ (IE) -l-methyl-2- [2- (methyl thio) -4- 
thiazolyl] ethenyl] (IS, 3S, 7S, 10R, US, 12S, 16R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 



SMe 
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RN 472961-71-0 CAPLUS 

CN 4-Oxabicyclo [14 . 1 . 0] heptadecane-5 , 9-dione, 7 # ll-dihydroxy-8 , 8, 10, 12, 16 
pentamethyl-3- t (IE) -1 -methyl -2- (2-methyl-4-thiazolyl) ethenyl] - , 
(1S,3S,7S,10R,11S,12S,16R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 




RN 472961-80-1 CAPLUS 

CN 4-0xabicyclo [14 . 1 . 0] heptadecane-5 , 9-dione, 7 , ll-dihydroxy-8 , 8, 10, 12- 
tetramethyl-3- [ (IE) -1 -methyl -2- [2- (methyl thio) -4-thiazolyl] ethenyl] 
(1S,3S,7S,10R,11S,12S,16R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 
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RN 472961-82-3 CAPLUS 

CN 4-Oxabicyclo [14 .1.0] heptadecane-5 , 9-dione, 7 , ll-dihydroxy-8 , 8, 10, 12, 16 - 
pentamethyl-3- t (IE) -l-methyl-2- [2- (methylthio) -4 -thiazolyl] ethenyl] -, 
(1S,3S,7S,10R,11S,12S,16R)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation {-) . 
Double bond geometry as shown. 



SMe 




Page 5 



10/634,537 



Page 6 



RN 611168-32-2 CAPLUS 

CN 4-Oxabicyclo [14 . 1 . 0] heptadecane-5 , 9-dione, 7 , ll-dihydroxy-8 , 8 , 10 , 12 , 16- 
pentamethyl-3- [ (IE) -1 -methyl -2- [2- (methyl thio) -4-thiazolyl] ethenyl] -, 
(1S,3S,7S,10R,11S,12S,16S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 



SMe 




RN 611168-34-4 CAPLUS 

CN 4, 17-Dioxabicyclo [14 .1.0] heptadecane-5 , 9 -dione, 3- [ (IE) -2- [2- (ethylthio) -4- 
thiazolyl] -1 -methyl ethenyl] -7, ll-dihydroxy-8, 8, 10, 12, 16-pentamethyl- , 
(1S,3S,7S,10R,11S,12S,16R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 
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RN 611168-35-5 CAPLUS 

CN 4 , 17-Dioxabicyclo [14 .1.0] heptadecane-5 , 9-dione, 7 , 11-dihydroxy- 
8,8, 10, 12, 16-pentamethyl-3- [ (IE) -l-methyl-2- [2- [ (2,2,2- 
trif luoroethyl) thio] -4 -thiazolyl] ethenyl] -, (IS, 3S, 7S, 10R, US, 12S, 16R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 
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RN 611168-36-6 CAPLUS 

CN 4 , 17-Dioxabicyclo [14 .1.0] heptadecane-5 , 9-dione, 7, 11-dihydroxy- 
8,8, 10, 12, 16-pentamethyl-3- [ (IE) -l-methyl-2- [2- (propylthio) -4- 
thiazolyl] ethenyl] -, (IS, 3S, 7S, 10R, 11S, 12S, 16R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 



SPr-n 




RN 611168-37-7 CAPLUS 

CN 4, 17-Dioxabicyclo [14. 1 . 0] heptadecane-5 , 9-dione, 3- [ (IE) -2- [2- [ (2- 
furanylmethyl) thio] -4-thiazolyl] -1 -methyl ethenyl] -7 , 11-dihydroxy- 
8,8,10,12,16-pentamethyl-, (IS, 3S, 7S, 10R, US, 12S, 16R) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 
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Synthesis of epothilone derivatives and their use 
against proliferative diseases 
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AB The invention relates to epothilone analogs I [Rl = (un) substituted 
imidazol-2-yl , imidazol -4 -yl , imidazol-5-yl , 2-substituted 
l,3-thiazol-4-yl, (un) methylated 2-pyridyl group; R2 = 0, bond; R3 = H, 
Me, Et, Pr, CHMe2, Bu, CH2CHMe2, CMe3, pentyl , hexyl, -CH=CH2, 
-C.tplbond.CH, -CH2F, -CH2C1, -CH20H, -CH20 (C1-C6 -alkyl ) , CH20Me, 
-CH2-S- (Cl-C6-alkyl) , CH2SMe ; R4, R5 = H, Me, protecting group] or a salt 
of I where a salt-forming group is present. A further aspect of the 
invention is related to the synthesis of epothilone E [I; Rl = 
2- (hydroxymethyl) -1 , 3 -thiazol -4-yl , R2 = 0, R3 - R5 = H] via coupling of 
iodide I (Rl = I , R2 = bond, R3 - R5 = H) with 2- (hydroxymethyl ) -4- 
(tributylstannyl) thiazole in DMF containing catalytic Pd(MeCN)2C12 followed by 
stereoselective epoxidn. of the ring double bond with in situ generated 
MeC(:NH)02H. These compds . have inter alia microtubuli depolymn. 
inhibiting activity and are useful against proliferative diseases. 

IT 252981-48-9P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(synthesis of epothilones and derivs . and their use against 
proliferative diseases) 
RN 252981-48-9 CAPLUS 

CN 4 , 17-Dioxabicyclo [14 .1.0] heptadecane-5 , 9-dione, 7 , 11-dihydroxy- 
8,8,10,12,16-pentamethyl-3- [ (IE) -1 -methyl -2- [2 - (methyl thio) -4- 
thiazolyl] ethenyl] -, ( IS, 3S , 7S , 10R, US, 12S, 16R) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
Double bond geometry as shown. 
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